Express Mail No. EM2451 63211 US 
PTO/SB/08A (08-03) 

Approved for use through 07 " r 

U.S. Patent and Trademark Office; U.S. DEPAI 



( w I Substitute for form 1449/PTO 

b J INFORMATION DISCLOSURE 
V STATEMENT BY APPLICANT 

(Use as many sheets as necessary) 


Complete if Known 


Application Number 


09/699,243 


Filing Date 


October 27,2000 


First Named Inventor 


Isabel D.C. Markl 


Art Unit 


1634 


Examiner Name 


Jeanine Anne Goldberg 


Sheet | 1 | of | 2 


Attorney Docket Number 


47675-238 



U.S. PATENT DOCUMENTS 


Initials* 




Document Number 
Number-Kind Code' (if known) 


Publication Date 
MM-DD-YYYY 


Name of Patentee or 
Applicant of Cited Document 


Pages, Columns, Lines, Where 
Relevant Passages or Relevant 
Figures Appear 


-tier- 




US- 5786146 


07-28-1998 


Herman et al. 




FOREIGN PATENT DOCUMENTS 


Initials* 




Foreign Patent Document 

Country Code 3 -Number*-Kind Code* (if kn own) 


Publication Date 
MM-DD-YYYY 


Name of Patentee or 
Applicant of Cited Document 


Pages, Columns, Lines, 
Where Relevant Passages 
Or Relevant Figures Appear 


T 8 


/JG/ 




WO 00/26401 


05-11-2000 


Johns Hopkins University 
School of Medicine 






NON PATENT LITERATURE DOCUMENTS 


Examiner 


Cite 
No. 1 


Include name of the author (in CAPITAL LETTERS), title of the article (when appropriate), title of the item (book, magazine, journal, 
serial, symposium, catalog, etc.), date, page(s), volume-issue 
numberfs), publisher, city and/or country where published. 


T 2 


/JG/ 




ANTEQUERA et al., "High Levels of De Novo Methylation and Altered Chromatin Structure at CpG Islands in Cell 
Lines," Cell, Auqust 10, 1990, pp. 503-514, Volume 62, No. 3 










ANTEQUERA et al., "Number of CpG islands and genes in human and mouse," The Proceedings of the National 
Academy of Sciences, December 1993, pp. 1 1995-11999, Volume 90 










BIRD, "CpG-rich islands and the function of DNA methylation," Nature, May 15, 1986, pp. 209-213, Volume 321, No. 
6067 










BIRD, "The Essentials of DNA Methylation," Cell, July 10, 1992, pp. 5-8, Volume 70, No. 1 










CEDAR, "DNA Methylation and Gene Activity," Cell, April 8, 1988, pp. 3-4, Volume 53, No. 1 










COUNTS etal., "Hypomethylation of DNA: An Epigenetic Mechanism Involved in Tumor Promotion," Molecular 
Carcinogenesis, December 1994, pp. 185-188, Volume 11, No. 4 










CROSS et al., "CpG islands and genes," Current Opinion in Genetics and Development, June 1995, pp. 309-314, 
Volume 5, No. 3 










DELGADO et al., "Initiation of DNA replication at CpG islands in mammalian chromosomes," The EMBO Journal, 1998, 
pp. 2426-2435, Volume 17, No. 8 










EADS et al., "CpG Island Hypermethylation in Human Colorectal Tumors Is Not Associated with DNA Methyltransferase 
Overexpression," Cancer Research, May 15, 1999, pp. 2302-2306, Volume 59 




N 


/ 




FROMMER et al, "A genomic sequencing protocol that yields a positive display of 5-methylcytosine residues in 
individual DNA strands," The Proceedings of the National Academy of Sciences, March 1992, pp. 1827-1831 , Volume 
89 





Examiner 


/Jeanine Goldberg/ 


Date 


10/09/2008 


Signature 




Considered 





EXAMINER: Initial if reference considered, whether or not citation is in conformation with MPEP 609. Draw line through citation if not in conformation 
and not considered. Include copy of this form with next communication to applicant. 1 Applicant's unique citation designation number (optional). 2 See 
Kinds Codes of USPTO Patent Documents at www.uspto.gov or MPEP 901 .04 3 Enter Office that issued the document, by the two-letter code (WIPO 
Standard ST.3). 4 For Japanese patent documents, the indication of the year of the reign of the Emperor must precede the serial number of the patent 
document. 5 Kind of document by the appropriate symbols as indicated on the document under WIPO Standard St. 16 if possible. Applicant is to place 
a check mark here if English language Translation is attached. 

This collection of information is required by 37 CFR 1 .97 and 1 .98. The information is required to obtain or retain a benefit by the public which is to file 
(and by the USPTO to process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR 1.14. This collection is estimated to take 2 
hours to complete, including gathering, preparing, and submitting the completed application form to the USPTO. Time will vary depending upon the 
individual case. Any comments on the amount of time you require to compete this form and/or suggestions for reducing this burden, should be sent to 
the Chief Information Officer, U.S. Patent and Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT 
SEND FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450, Alexandria, VA 22313-1450. 
If you need assistance in completing the form, call 1-800-PTO-9199 (1-800-786-9199) and select option 2. 

ALL REFERENCES CONSIDERED EXCEPT WHERE LINED THROUGH. 



PTO/SB/08A (08-03) 
Approved for use through 07/31/2006. OMB 0651-0031 
U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE 



Substitute for form 1449/PTO 

INFORMATION DISCLOSURE 
STATEMENT BY APPLICANT 

(Use as many sheets as necessary) 


Complete if Known 


Application Number 


09/699,243 


Filing Date 


October 27, 2000 


First Named Inventor 


Isabel D.C. Markl 


Art Unit 


1634 


Examiner Name 


Jeanine Anne Goldber 


Sheet | 2 | of I 2 


Attorney Docket Number 


47675-238 



NON PATENT LITERATURE DOCUMENTS 


Examiner 
Initials* 


Cite 
No.' 


Include name of the author (in CAPITAL LETTERS), title of the article (when appropriate), title of the item (book, magazine, journal, 
serial, symposium, catalog, etc.), date, page(s), volume-issue 
number(s), publisher, city and/or country where published. 


T* 


/JG/ 




GARDINER-GARDEN et al., "CpG Islands in Vertebrate Genomes," The Journal of Molecular Biology, 1987, pp. 261- 
282, Volume 196 










GONZALEZ-ZULUETA et al. , "Methylation of the 5' CpG Island of the p1 6/CDKN2 Tumor Suppressor Gene in Normal 
and Transformed Human Tissues Correlates with Gene Silencing," Cancer Research, October 15, 1995, pp. 4531- 










GONZALGO et~al "Identification and Characterization of Differentially Methylated Regions of Genomic DNA by 
Methylation-sensitive Arbitrarily Primed PCR," Cancer Research, February 15, 1997, pp. 594-599, Volume 57 










HERMAN et al., "Methylation-specific PCR: A novel PCR assay for methylation status of CpG islands," The 
Proceedings of the National Academy of Sciences, September 1996, pp. 9821-9826, Volume 93 










KAWAI et al., "Comparison of DNA Methylation Patterns among Mouse Cell Lines by Restriction Landmark Genomic 
Scanning," Molecular and Cellular Biology, November 1994, pp. 7421-7427, Volume 14, No. 1 1 










LAIRD et al., "DNA methylation and cancer," Human Molecular Genetics, 1994, pp. 1487-1495, Volume 3 










LARSEN et al., "CpG Islands as Gene Markers in the Human Genome," Genomics, August 1 992, pp. 1 095-1 1 07, 
Volume 13, No. 4 










LI et al., "Targeted Mutation of the DNA Methyltransferase Gene Results in Embryonic Lethality," Cell, June 12, 1992, 
pp. 915-926, Voume 69, No. 6 










SADRI et al., "Rapid analysis of DNA methylation using new restriction enzyme sites created by bisulfite modification," 
Nucleic Acids Research, 1996, pp. 5058-5059, Volume 24, No. 24 










SCHORDERET et al., "Analysis of CpG suppression in methylated and nonmethylated species," The Proceedings of 
the National Academy of Sciences, February 1992, pp. 957-961, Volume 89 




\ 


f 




XIONG et al., "COBRA: a sensitive and quantitative DNA methylation assay," Nucleic Acids Research, 1997, pp. 2532- 
2534, Volume 25, No. 12 













































































Examiner 
Signature 


/Jeanine Goldberg/ 


Date 


1 0/09/2008 



EXAMINER: Initial if reference considered, whether or not citation is in conformation with MPEP 609. Draw line through citation if not in conformation 
and not considered. Include copy of this form with next communication to applicant. 1 Applicant's unique citation designation number (optional). 2 See 
Kinds Codes of USPTO Patent Documents at www.uspto.oov or MPEP 901.04 3 Enter Office that issued the document, by the two-letter code (WIPO 
Standard ST.3). 4 For Japanese patent documents, the indication of the year of the reign of the Emperor must precede the serial number of the patent 
document. 5 Kind of document by the appropriate symbols as indicated on the document under WIPO Standard St. 16 if possible. Applicant is to place 
a check mark here if English language Translation is attached. 

This collection of information is required by 37 CFR 1.97 and 1.98. The information is required to obtain or retain a benefit by the public which is to file 
(and by the USPTO to process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR 1.14. This collection is estimated to take 2 
hours to complete, including gathering, preparing, and submitting the completed application form to the USPTO. Time will vary depending upon the 
individual case. Any comments on the amount of time you. require to compete this form and/or suggestions for reducing this burden, should be sent to 
the Chief Information Officer, U.S. Patent and Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT 
SEND FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450, Alexandria, VA 22313-1450. 

all mFEmmE^m&mnm^^w^mmrm^D through, /jg/ 



